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(54) Title: PURIFIED HEMATOPORPHYRIN DERIVATIVE FOR DIAGNOSIS AND TREATMENT OF TUMORS, 
AND METHOD 



(57) Abstract 

A method of synthesizing and purify- 
ing a high molecular weight aggregate, de- 
rived from hematoporphyrin, said material 
being useful in the localization and treat- 
ment of tumors. The substance results from 
the hydrolysis of the reaction mixture of he- 
matoporphyrin and acetic-sulfuric acids. 
The material is purified by cycling the crude 
product through a micro-porous membrane 
system in which exclusion of low molecular 
weight by-products is effected. The sub- 
stance is tumor-selective and photosensitiz- 
ing. It is retained in tumors longer than in 
normal tissues and fluoresces red to aid in 
diagnosis. Strong illumination of tumors re- 
taining the substance results in necrosis, 
while normal tissues which have generally 
eliminated the drug remain unaffected The 
high molecular weight aggregate has an em- 
pirical formula of approximately 
C68H 7 oN 8 0|, (N'a plus H) 4 . 
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Description 

PURIFIED HEMATOPORPHYRIN DERIVATIVE FOR 
DIAGNOSIS AND TREATMENT OF TUMORS, AND METHOD 

Specification 

5 This application is a continuation-in-part 

of application Serial No. 424.647, filed September 27, 
1982, entitled "Purified Hematoporphyrin Derivative 
for Diagnosis and Treatment of Tumors, and Method". 
Background of the Invention 

10 It is well known in the prior art to diagnose 

malignant tumors with photosensitive drugs. In "Etudes 
Sur Les Aspects Offerts Par Des Tumeur Experimentales 
Examinee A La Lumiere De Woods", CR Soc Biol. 91:1423-1424, 
1924, Policard, the author, noted that some human and 

15 animal tumors fluoresced when irradiated with a Wood's 
lamp. The red fluorescence was attributed to por- 
phyrins produced in the tumor. In "Untersuschungen 
Uber Die Rolle Der Porphine Bei Geschwulstkranken 
Menschen Und Tieren", Z Krebsforsch 53_: 65-68, 1942, 

20 Auler and Banzer showed that hematoporphyrin, a deriva- 
tive of hemoglobin, would fluoresce in tumors but not 
in normal tissues following systemic injection into 
rats. In "Cancer Detection and Therapy .Affinity of 
Neoplastic Embryonic and Traumatized Regenerating 

25 Tissue For Porphyrins and Metalloporphyrins" , Proc Soc 
Exptl Biol Med. 68:640-641, 1948, Figge and co-workers 
demonstrated that injected hematoporphyrin would 
localize and fluoresce in several types of tumors in- 
duced in mice. In "The Use of a Derivative of Hemato- 

30 porphyrin in Tumor Detection" , J Natl Cancer Inst. 
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26:1-8, 1961, Lipson and co-workers disclosed a crude 
material, prepared by acetic acid-sulfuric acid treat- 
ment of hematoporphyrin, said material having a superior 
ability to localize in tumors . 
5 The photosensitive characteristic of tumor- 

selective porphyrin compounds also make them useful in 
the treatment of tumors. In "Photodynamic Therapy of 
Malignant Tumors", Lancet 2_: 1175-1177, 1973, Diamond 
and Co-workers achieved tumor necrosis after lesion- 

10 bearing rats were injected with hematoporphyrin and 
exposed to white light. In "Photoradiation Therapy 
for the Treatment of Malignant Tumors", Cancer Res. 
38:2628-2635, 1978 and "Photoradiation in the Treatment 
of Recurrent Breast Carcinoma", J Natl Cancer Inst. 

15 62:231-237, 1979, Dougherty and co-workers reported 
using the crude Lipson hematoporphyrin derivative to 
accomplish photoradiation therapy on human patients. 
The crude Lipson hematoporphyrin derivative has the 
ability to enter all kinds of cells and to be retained 

20 in tumor cells after it has mostly cleared the serum. 
Subsequent irradiation with red light excites the 
crude Lipson derivative which in turn excites oxygen 
molecules. The excited oxygen molecules exist for a 
microsecond - long enough to attack tumor cell walls 

25 and effect necrosis. In "Effects of Photo-Activated 
Porphyrins in Cell Surface Properties", Biochem Soc 
Trans 5:139-140, 1977, Kessel explained that cross- 
linking of proteins in tumor cell membranes causes 
leakage and eventual cell disruption. 

30 The crude Lipson hematoporphyrin derivative 

enters normal tissue and causes unacceptable damage 
when therapeutic light sufficient to treat large 
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tumors is applied- Severe edema and sloughing of 
healthy skin can occur when the crude Lipson deriva- 
tive is used. Some patients are even harmed by ex- 
posure to ordinary sunlight thirty days following 
5 treatment with the drug. A better photosensitizer 
for treatment of tumors would have no systemic -toxi- 
city. The drug would have a better tissue distribu- 
tion so it would clear the body faster. The prior 
art to applicants' knowledge does not disclose such 

10 a substance. 

Summary of the Invention 

The present invention relates to a new drug, 
obtained as a high molecular weight (i.e. greater than 
one porphyrin unit) aggregate derived from hematopor- 

15 phyrin and purified by filtration through a micro- 
porous membrane, that selectively localizes in tumors, 
is fluorescent, and effects necrosis of said malignan- 
cies by light- induced reaction without material harm 
to normal tissue. 

20 Accordingly, an object of the invention is 

to provide a photosensitive drug that can be used to 
effect photoradiation therapy of tumors. 

A still further, object of the invention is 
to provide a novel photosensitive drug that is highly 

25 tumor-selective, leaving normal tissue relatively 
unaffected after exposure to strong doses of thera- 
peutic light. 

A still further object of the invention is 
to provide a tumor-selective drug that fluoresces, 

30 delineating malignancy and aiding in diagnosis. 

A further object of the invention is to pro- 
vide a novel method of producing the above- identified 
drug. 
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A still further object of the invention is 
to provide a novel method for the localization and/or 
treatment of tumors. 

Other objects and advantages of the invention 
5 will be apparent from the following description, taken 
in conjunction with the accompanying drawings t 
Description of the Drawings 

PIGDRE 1 is a mass spectrometry print -out 
of the new drug: 
10 FIGURE 2 is a visible light spectrum of the 

new drug in water solution; 

FIGURE 3 and FIGURE 3A in combination illus- 
trate an infra red spectrum of the new drug dispersed 
in potassium bromide; 
15 FIGURE 4 is a carbon- 13 nuclear magnetic 

resonance print-out of the new drug, referenced to 
dimethyl sulfoxide. 

FIGURE 5 and FIGURE 5A in combination illus- 
trate a print-out from a Waters Associates Variable 
20 Wave Length Detector used in conjunction with its 

Bondpak c-18 column, showing various components includ- 
ing a peak formation representative of the. new drug. 

FIGURE 6 and FIGURE 6A in combination illus- 
trate a print-out from a Waters Associates Variable 
25 Wave Length Detector used in conjunction with its /4 
Bondpak C-1B column, showing the peak formation of the 
new drug, per se. 

FIGURE 7 is a molecular formula depicting an 
ether, most likely the unit which associates to form 
30 the high molecular weight aggregate of this invention. 

FIGURE 8 and FIGURE 8A in combination illus- 
trate a carbon-13 nuclear magnetic resonance print-out 
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of the new drug, referenced to tetramethylsilane in 
deuterated chloroform solvent. Magnification of the 
spectrum is shown in the ranges from 20-30 ppm and 
55-75 ppm. 
5 Description of Preferred Embodiment 

(A) Preferred Preparation and Purification 
of the New Drug . (All equipment and reagents must be 
sterile. ) 

Add 285 ML of acetic acid to a 1000 ML Erlen- 

10 meyer flask containing a Teflon-coated magnetic stirring 
bar. Stir the acetic acid and slowly add 15 ML of con- 
centrated sulfuric acid. Weigh out 15.0 grams of hema- 
toporphyrin hydrochloride (preferably obtained from 
Roussel corporation, Paris. France) and add said por- 

15 phyrin to the acid solution. Stir for one hour. 

Prepare a solution of 150 grams of sodium 
acetate in 3 liters of glass-distilled water using a 
4-liter glass beaker. At the end of one hour, filter 
the porphyric-acid solution, preferably through Whatman 

20 No. 1 filter paper, allowing the filtrate to drip into 
the 4-liter beaker of 5% sodium acetate. The 5% sodium 
acetate solution now contains a dark red precipitate 
which is preferably allowed to stand for one hour with 
occasional stirring. The dark red precipitate is then 

25 again filtered, preferably using the above-identified 
filter mechanism. The filter cake from the filtering 
process is then washed with glass-distilled water 
until the filtrate is at pH 5.5-6.0 (1500-2500 ML of 
wash water may be required) . The filter cake is then 

30 preferably allowed to dry in air at room temperature. 

The air -dried precipitate is ground, using 
for instance, a mortar and pestle until a fine powder 
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is obtained. The powder may then be transferred to a 
250 ML round bottom flask. The flask is then attached 
to a rotating evaporator and rotation under vacuum is 
maintained at room temperature for preferably 24 hours . 
5 20.00 grams of the vacuum-dried powder is 

then preferably placed in a 4-liter aspirator bottle 
which may contain a magnetic stirring bar, and then 
1000 ML of O.lN sodium hydroxide is added thereto. 
This solution is preferably stirred for one hour and 

10 IN hydrochloric acid is then added dropwise preferably 
using a buret. The IN HCL is added until a pH of 
7.0-7.4 is obtained and which is stable for 15 minutes. 
Using for instance the buret readings , the amount of 
sodium chloride produced from the neutralization of 

15 sodium hydroxide by the hydrochloric acid may be 
calculated . 

Isotonic solution is 0.936 NaCl or 9 grains 
NaCl per liter of solution. Therefore, the amount of 
NaCl produced during neutralization is subtracted from 

20 the amount of NaCl required to make the solution isotonic. 
The calculated amount of NaCl is then added to the solu- 
tion, and the solution is stirred for preferably 15 
minutes. The quantity of solution should then be 
brought to a total volume of 4 liters by adding 0.9% 

25 NaCl solution. 

The aspirator bottle, containing the said 
solution, is then attached to transfer lines leading 
to a Milli-Pore Pellicon Cassette system fitted with a 
10,000 molecular weight filter pack (Millipore Corpora- 

30 tion, Bedford, Mass. 01730). It is preferable that 
the pH of the solution be 7.0-7.2 during this filtra- 
tion process, and it is preferable that the temperature 
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of the solution be ambient. The Pellicon cassette 
system should preferably contain at least 25 liters of 
isotonic saline solution. 

The peristalic feed pump is turned on and the 
5 solution is run through the Pellicon cassette system 
at a pressure of preferably 10-20 p.s.i.g. Pressure 
may be varied depending on the flow rate through the 
system. Saline is added to the system to maintain a 
volume of 4 liters in the associated aspirator bottle 

10 containing the solution. 

The filtration process is continued until 
the solution contains substantially only the high 
molecular weight, biologically active product. At 
this time waste monomers are generally no longer pres- 

15 ent. Exclusion of the waste through the microporous 
membrane, of the filter system is confirmed by analyz- 
ing the high molecular weight, biologically active 
product with a Bio-Gel P-10 column (obtainable for 
instance from Bio-Rad, Richmond, Ca.) or by high per- 

20 formance liquid chromatography using a^Bondpak C-18 
column with fixed variable wave length detector 
(obtainable for instance from Waters Associates, 
Milf ord , Ma . ) , as will be hereinafter described . 

Concentrations of the product may be increased 

25 by running the Pellicon cassette system without saline 
feed. Concentrations of the product may be decreased 
by adding saline solution. It is preferable that con- 
centration of the new drug in solution is approximately 
2.5 mg/cc. 

30 (B) Animal Tests of the New Drug 

DBAj Ha/D mice were transplanted with SMT-F 
tumors. When the -transplanted tumors reached 5 -6mm 
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in diameter, the mice were injected with a dose of 
7.5 milligrams of the crude prior art Lipson derivative 
per kilogram of body weight for comparison purposes. 
Approximately 24 hours following the injection, the 
5 tumor areas of the mice were shaved to remove the 

fur. The mice were exposed to red light (6OO0-7OO0A*) 
from an arc lamp at an intensity of 160 milliwatts 
per square centimeter for 30 minutes. Ten of twenty 



mice showed no apparent tumors seven days after treat- 
10 ment. The injected drug is retained in the tumor 
cells longer as compared to normal tissue. This 
protocol was repeated using the new drug disclosed in 
this invention and equivalent results were obtained but 
using a drug dose of approximately only one-half (4 mg/kg 
15 of body weight) , as compared to the prior art Lipson 
drug. Red light is used in treating tumors by illumi- 
nating the same in order to take advantage of the 
ability of the longer visible wave lengths to penetrate 
tissue. Illumination may be accomplished by direct 
20 illumination or by fiber optics, thus providing for 

illumination of any portion of the body generally with- 
out surgery. 



were injected with a therapeutic dose of the crude 
25 Lipson derivative (7.5 mg/kg of body weight). Approxi- 
mately 24 hours following such injection, the hind 
feet of the mice were exposed to the same light condi- 
tions used in the aforedescribed tumor response study. 
The damage to the hind feet was assessed as 2.0 on 
30 an arbitrary scale where 0.0 is no damage and 5.0 is 
complete necrosis . Moist desquamation was evident and 
the foot area slowly returned to normal after about 



In further tests ICR Swiss (Albino) mice 
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40 days. This protocol was repeated using the new 
drug disclosed in this application in doses of 4 mg/kg 
of body weight. Only slight erythema and/or edema 
was noticed following treatment. This condition dis- 
5 appeared after 48-72 hours with no residual effects. 
This leads us to believe that skin photosensitivity 
may no longer be a significant problem when using this 
new drug. 

(C) Analysis of the Drug 

10 This new drug, as obtained from the Pellicon 

system, is a high molecular weight material derived 
by treating hematoporphyr in hydrochloride with acetic 
and sulfuric acids followed by appropriate hydrolysis. 
Its failure to pass through the Milli-Pore Pellicon 

15 10,000 molecular weight filter pack indicates a molecu- 
lar weight in excess of ten thousand. Mass spectrometry 
(FIGURE 1) of the new drug shows especially strong 
peaks at mass numbers of 149, 219, 591, 609 and charac- 
teristic but smaller peaks at 1200, 1218, 1290, 1809. 

20 Spectrophotometry (FIGURE 2) of the new 

orange-red colored drug in aqueous solution reveals 
well-defined peaks at approximately 505, 537, 565 and 
615 millimicrons. 

Infrared spectrophotometry (FIGURE 3 and 

25 FIGURE 3A) of the new drug disbursed in potassium 

bromide, reveals a broad peak associated with hydrogen 
stretching, said peak centered at approximately 3.0 
microns, and a shoulder at approximately 3.4 microns. 
Finer peaks are observed at approximately 6.4, 7.1, 

30 8.1, 9.4, 12 and 15 microns. 
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Elemental analysis of the disodium salt 
derivative of the new drug shows it to have an empiri- 
cal formula of C „ H oe „ N^O^ _ Na . there being some 
34 35-36 4 5-6 2 

uncertainty in hydrogen and oxygen due to traces of 
5 water which cannot be removed from the drug. A 

carbon-13 nuclear magnetic resonance study (FIGURE 4) 
of the drug in completely deuterated dimethylsulfoxide 
shows peaks at approximately 9.0 ppm for -CH 3 » 18.9 ppra 
for -CH 2 ~, 24.7 ppm for Cg 3 CHOH, 34.5 ppm for -C^-, 

10 62 ppm for CH 3 CHOH. 94.5 ppm for =C (methine) , 130-145 
ppm for ring C. and 171.7 ppm for C = 0, all ppm being 
relative to dimethyl sulfoxide resonance at about 37.5 
ppm. Additional vinyl peaks at approximately 118 and 
127 ppm may be representative of the new drug or pos- 

15 sibly a contaminant. 

When the unfiltered reaction product described 
on page 7, lines 4-13 of this application, was eluted 
from a Waters Associates'^ Bondpak C-18 column using 
first, successively methanol, water and acetic acid 

20 (20:5:1) and then using tetrahydrofuran and water (4rl), 
four components were found. Three by-products were 
identified as hematoporphyrin, hydroxyethylvinyldeutero- 
porphyrin and protoporphyrin by comparison with stan- 
dards on thin layer chromatography, with Rf values of 

25 approximately 0.19, 0.23, and 0.39 respectively (FIGURE 
5) using Brinkman SIL silica plates and benzene-methanol- 
water (60:40:15) as elutent. 

The fourth component shown in FIGURE 5A, was 
the biologically active drug of the invention. Chroma- 

30 tography (FIGURE 6 and FIGURE 6A) shows that exclusion 
of the above-identified impurities using the Milli-Pore 
Pellicon cassette system fitted with a 10,000 molecular 
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weight filter pack, has occurred, during processing of 
the drug of the invention. 

The biologically active drug of this invention 
is probably an aggregate of ether molecules formed be- 
5 tween two hematoporphyrin molecules by linkage of the 
hydroxyethylvinyl groups as shown in FIGURE 7. This 
linkage may occur through hydroxyethylvinyl groups in 
position 3- or 8- as numbered in FIGURE 7. Linkage may 
be achieved at position 3- in both halves of the ether, 
10 at position 8- in both halves of the ether or through 
position 3- in one half of the ether and in position 8- 
in the other half of the ether. 

These structures may be named as derivatives of ethyl 
ether, i.e.: 

15 Bis -1- (3- (1-hydroxyethyl) deuteroporphyrin -8-yl} 

ethyl ether, as shown in FIGURE 7. 

Other structured isomers may be named; 

1- |3- (1-hydroxyethyl) deuteroporphyrin -8-yl3 -1- 

{8- (1-hydroxyethyl) deuteroporphyrin -3-yl} ethyl ether, 
20 or 

1- ^8- (1-hydroxyethyl) deuteroporphyrin -3-yl} -l' 
^3- hydroxyethyl) deuteroporphyrin -8-yl} ethyl ether, 
and 

Bis -1- {8- (1-hydroxyethyl) deuteroporphyrin -3-yl} 

25 ethyl ether. 

One or both hydroxyethyl groups at positions 3- or 8-, 
not used in ether formation, may dehydrate to form vinyl 
groups. Although experiments have not been conducted, 
experience indicates that ethers as shown in FIGURE 7 

30 might be substituted with various combinations of 
hydrogen, alkyl groups, carboxylic acid groups and 
alcohol-containing groups at various locations of the 
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structure. In addition, many possible optical isomers 
of these structures exist. 

A carbon-13 nuclear magnetic resonance study 
(FIGURES 8 and 8A) of the drug in deuterated chloroform 
5 referenced to tetramethysilane reveals two additional 
absorbances not previously apparent in FIGURE 4. Peaks 
at 24.7 ppm and 62 ppm in FIGURE 4 have shifted to 25.9 
ppm and 65.3 ppm respectively in FIGURE 8A but newly- 
developed peaks at 27.9 ppm and 68.4 ppm in FIGURE 8A 

10 represent resonances for CH^ and H-C-OH bonded from 
position 3- in FIGURE 8A , respectively. These newly- 
developed resonances substantiate the molecular formula 
depicted in FIGURE 7. 

While tests using the new drug have been 

15 performed to date on animals, it is believed that equiva- 
lent results would and will be obtained on humans, uti- 
lizing the same or less relative amount of drug to body 
weight. It is believed that the aforedescribed treat- 
ment utilizing the drug of the invention, can be used 

20 repeatedly without cumulative damage to normal tissues, 
providing that treatment is not overly aggressive. 

While the aforementioned animal tests utilized 
a dosage of the new drug of approxima tely 4 mg/kg of 
body weight, in the treatment of the tumors in humans, 

25 dosages as low as 1 mg/kg of body weight are believed 
effective utilizing the new drug. In any event dosages 
of the new drug of only approximately one-half of the 
necessary prior art dosages of the prior art related 
porphyrin drug, are equivalently effective in accom- 

30 plishing necrosis of tumors. 

Also, while the aforementioned animal tests 
utilized illumination one day following injection of 
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the new drug, it is believed that a delay of up to 
seven days prior to illumination still will accomplish 
necrosis, and a time delay of two to four days between 
injection and illumination is generally preferable 
5 in humans . 

2 

Furthermore, while an intensity of 160 mw/cm 

for 30 minutes was utilized to activate the drug, it is 

2 

believed that an intensity as high as 4000 mw/cm for 20 

2 

minutes or as low as 5 raw/cm for an extended period of 

10 time may be utilized to accomplish necrosis. Less 

than 5 mw/cm of illumination intensity will probably 
have no therapeutic effect, irrespective of time of 
application. 

From the foregoing description, and accom- 

15 panying drawings, it will be seen that the invention 
provides a new and novel drug, useful in the diagnosis 
and treatment of tumors, permitting utilization of 
reduced amounts of the drug as compared to related 
prior art drugs, and which results in less severe side 

20 effects. The invention also provides a novel method of 
producing the new drug, together with a novel method 
of utilizing the drug in the treatment of tumors. 

The terms and expressions which have been 
used are used as terms of description and not of limi- 

25 tation, and there is no intention in the use of such 
terms and expressions of excluding any equivalents of 
any of the features shown or described, or portions 
thereof, and it is recognized that various modifica- 
tions are possible within the scope of the invention 

30 claimed. 
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Cla ims 

1. A substance effective for localizing and/or 
destroying tumors, said substance being fluor- 
escent and photosensitive, and having the capa- 

5 bility of localizing in and being retained in 

tumor cells as compared to normal tissues, said 
substance being a high molecular weight aggre- 
gate of a porphyrin derivative, said substance 
having adsorption peaks in the visible spectrum 

10 at approximately 505, 537, 565 and 615 milli- 
microns, said substance having adsorption peaks 
in the infrared spectrum at approximately 3.0, 
3.4, 6.4, 7.1, 8.1, 9.4, 12 and 15 microns, 
said substance having adsorption peaks in carbon- 13 

15 nuclear magnetic resonance study at approximately 

9.0, 18.9, 24.7, 34.5, 62, 94.5, 130-145, 171.7 ppm 
and possibly 118 and 127 relative to a 37.5 ppm 
resonance peak of dimethyl sulfoxide. 

2. A substance in accordance with claim 1 wherein 
20 said substance shows mass numbers of 1899, 1866, 

1809, 1290, 1200. 609, 591, 219 and 149 according 
to mass spectroscopy. 

3. A substance in accordance with claim 1 wherein 
said substance is in liquid form having a concen- 

25 tration of approximately 2.5 mg/cc. 

4. A substance in accordance with claim 3 wherein 
said liquid form includes isotonic saline solu- 
tion at a pH of approximately 7.0 to 7.2. 

5 . A substance in accordance with claim 1 wherein 
30 the substance is orange -red in color. 
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6. A substance in accordance vith claim 1 wherein 
said substance has an empirical formula of 
approximately C 34 H 35 _ 36 N 4 0 5 _ 6 Na 2 - 

7. A process for the production and purification 

5 of the substance defined in claim 1, which com- 
prises, reacting hematoporphyrin with acetic/ 
sulfuric acids to form a solution, precipitating 
the crude product by neutralization in sodium 
acetate, dissolving the crude product with sodium 
10 hydroxide, adjusting the acidity of the solution 
to pH of 7.0-7.2 with hydrochloric acid, and 
passing the resultant impure solution through a 
porous membrane system to exclude low molecular 
weight by-products thereby effecting purification. 

15 8. A process in accordance with claim 7 including 
adding sodium chloride to said impure solution 
to make the latter isotonic prior to passing it 
through said membrane system. 

9. A process in accordance with claim 7 wherein said 
20 substance in solution has a concentration of 

approximately 2.5 rag/cc and is adjusted to obtain 
said concentration by addition or removal of liquid. 

10. A process in accordance with claim 7 wherein 
ambient temperatures are substantially maintained 

25 throughout said process. 

11. A process for the in vivo destruction of tumor 
cells using the substance of claim 1, which com- 
prises injecting said substance into a host, 
waiting for a predetermined period of time, and 

30 then illuminating the host with light at prede- 
termined intensity. 
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12 . A process in accordance with claim 11 wherein 
said substance is used in a dosage of from about 
1 to 4 mg/kg of body weight of the host. 

13 . A process in accordance with claim 11 wherein the 
5 time delay between injection and illumination is 

within a range of about 1 to 7 days. 

14. A process in accordance with claim 11 wherein 

2 

said intensity of illumination is at least 5ntw/cm 

for an extended period of time, but no greater than 
2 

10 4000mw/cm for twenty minutes. 

15. A process in accordance with claim 11 wherein said 

substance is used in a dosage of about 4 mg/kg of 

body weight of the mouse, said intensity of illumi- 

2 

nation is about 160 raw/cm for a period of about 
15 thirty minutes, the time delay between injection 
and illumination being approximately 24 hours. 

16. A process in accordance with claim 11 wherein 
said illumination is red light having a wave 
length between 6000-7000A 0 . 

20 17. A substance having the molecular formula 




OMPI 
fyv W1PO 



effective for localizing and/or destroying tumors, 
said substance being fluorescent and photosensi- 
tive, and having the capability of localizing in 
and being retained in tumor cells as compared to 
5 normal tissues, said substance being a high 

molecular weight aggregate of a porphyrin deriva- 
tive, said substance having adsorption peaks in 
the visible spectrum at approximately 505, 537, 
656 and 615 millimicrons, said substance having 

10 adsorption peaks in the infrared spectrum at 

approximately 3.0, 3.4, 6.4, 7.1, 8.1, 9.4, 12 
and 15 microns, said substance having adsorption 
peaks in carbon-13 nuclear magnetic resonance 
study at approximately 9.0, 18.9, 24.7, 34.5, 62, 

15 94.5, 130-145, 171.7 ppm and possibly 118 and 
127 relative to a 37.5 ppm resonance peak of 
dimethyl sulfoxide, said substance also having 
additional adsorption peaks in carbon-13 nuclear 
magnetic study at approximately 27.9 ppm and 68.4 

20 ppm relative to the resonance peak of tetramethyl- 
silane in deuterated chloroform solvent. 

18. A substance in accordance with claim 17 wherein 
said substance shows mass numbers of 1899, 1866, 
1809, 1290, 1200, 609, 591, 219 and 149 according 

25 to mass spectroscopy. 

19. A substance in accordance with claim 17 wherein 
said substance is in liquid form having a concen- 
tration of approximately 2.5 tng/cc. 

20. A substance in accordance with claim 19 wherein 
30 said liquid form includes isotonic saline solu- 
tion at a pH of approximately 7.0 to 7.2. 
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21. A substance in accordance with claim 17 wherein 
the substance is orange-red in color. 

22. A substance in accordance with claim 17 wherein 
said substance has an empirical formula of approxi- 

5 mately C 6Q H ?0 N Q (Na plus K) ^ 

23. A process for the production and purification of 
the substance defined in claim 17, which com- 
prises, reacting hematoporphyrin with acetic/ 
sulfuric acids to form a solution, precipitating 

10 the crude product by neutralization in sodium 

acetate, dissolving the crude product with sodium 
hydroxide, adjusting the acidity of the solution 
to pH of 7.0-7.2 with hydrochloric acid, and 
passing the resultant impure solution through a 

15 porous membrane system to exclude low molecular 

weight by-products thereby effecting purification. 

24. A process in accordance with claim 23 including 
adding sodium chloride to said impure solution to 
make the latter isotonic prior to passing it 

20 through said membrane system. 

25. A process in accordance with claim 23 wherein said 
substance in solution has a concentration of approxi- 
mately 2.5 mg/cc and is adjusted to obtain said 
concentration by addition or removal of liquid. 

25 26- A process in accordance with claim 23 wherein 

ambient temperatures are substantially maintained 
throughout said process. 
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27. A process for the in vivo destruction of tumor 
cells using the substance of claim 17, which 
comprises injecting said substance into a host, 
waiting for a predetermined period of time, and 

5 then illuminating the host with light at pre- 

determined intensity. 

28. A process in accordance with claim 27 wherein 
said substance is used in a dosage of from about 
1 to 4 mg/kg of body weight of the host. 

10 29. A process in accordance with claim 27 wherein the 
time delay between injection and illumination is 
within a range of about 1 to 7 days. 

30. A process in accordance with claim 27 wherein 

2 

said intensity of illumination is at least 5mw/cm 

15 for an extended period of time, but no greater than 

2 

4000mw/cm for twenty minutes. 

31. A process in accordance with, claim 27 wherein 

said substance is used in a dosage of about 

4 mg/kg of body weight of the mouse, said inten- 

2 

20 sity of illumination is about 160mw/cm for a 

period of about thirty minutes, the time delay 
between injection and illumination being approxi- 
mately 24 hours. 

32. A process in accordance with claim 27 wherein 
25 said illumination is red light having a wave 

length between 6000-7000A 0 , 

33. A substance in accordance with claim 17 which is 
substituted with one or more hydrogen, alkyl 
groups, carboxylic acid groups and alcohol- 

30 containing groups at various locations of the 

structure . 
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34. An injectable drug dosage of approximately 1 to 
4 mg/kg of body weight of the host and compris- 
ing a substance effective in said dosage amount 
for localizing and/or destroying tumors, said 
5 substance being fluorescent and photosensitive, 

and having the capability of localizing in and 
being retained in tumor cells as compared to 
normal tissues, said substance being a high 
molecular weight aggregate of a porphyrin deriva- 

10 tive, said substance having adsorption peaks in 

the visible spectrum at approximately 505, 537, 
565 and 615 millimicrons, said substance having 
adsorption, peaks in the infrared spectrum at 
approximately 3.0, 3.4, 6.4, 7.1, 8.1, 9.4, 12 

15 and 15 microns, said substance having adsorption 

peaks in carbon-13 nuclear magnetic resonance 
study at approximately 9.0, 18.9, 24.7, 34.5, 
62, 94.5, 130-145, 171.7 ppm and possibly 118 
and 127 relative to a 37.5 ppm resonance peak of 

20 dimethyl sulfoxide. 

35. A drug dosage in accordance with claim 34 wherein 
activation of said drug after injection of said 
dosage into the host is accomplished by subjecting 
the host to illumination with red light having a 
25 wave length of between 6000-7000A 0 to activate 

said drug. 




WO B4/UI3B2 



1/12 



1001 

80 

60- 

40 1 
20 



.50 



1809 



5l. 



1866 , 



1899 



111 fail 



ii ii [iiii i iii i |ii ii iiii i [in m in |inn'n[T|iT[iiriil] ii 

1500 1550 1600 . 1650 1700 1750 1800 1850 




100 
80 
60 
40 
20 
0- 

100 
80 
60 
40 

20 

0- 



+10 



.1200 



1 1 ■ 1 1 ■ iiiiiiii p Tf'r 
1050 1100 

591609 



mmfifipm\ ftom t t \ \ \ w > in i » 1 1 1 1 1 1 ■ » n \ » \ 

1300 1350 1400 1450 



TT! 



1150 1200 1250 



. 5 Jj 627 681 



nrj^ i ri 1 1 v i r j rr i r i i n i p 1 1 1 1 



milium 
950 1 



iiiiiiii' 
000 



1 1 1 1 1 1 1 it 1 1 1 1 1 ii ii 1 1 1 



600 650 700 750 800 850 



900 



100 p 

80 

60- 
40- 
20 



0 



219 



149 




,81 ! ' ( i43l | 505 563 

t 200 250 300 350 400 450 500 550 



pi 



OMH 



WO 84/01382 



rci'/uaoa/uio <y 



2/12 




f OMPI ^ 



TVO 84/01382 



/to 

•J / J /O 




6* 
8" 



iiiiimiiuiaiiiiiiiiiu 
HiMiiraafUMfiiaiiiiii 

iiiiiiimtiiiiiiiailiill 
siiaiiaaaBiuaaaaaaaaiaia 



o 
o 

CO 




IIIIIIIIIUItllllilllllllHllillllllHIIIIIIHHI 

•aataaaaiaiaa liiiiitiiiaiiHiii^mBtiiiiiii 
•asiBiii<ik?BtiiiBiiitiiisisiaaai iiiiiiiiliiiili I 
tiaiaitiiiff»*M*aiiiiaiuiiiioiMaiM*tiBMiiaii 

■ eaii»«iHiBaitii*tiiiiitaiiiii«iifiaiiiaiiiiaai 
asaiaaaaiiiaa mi a i iiiiiii laiaaii i aaaaaaaaa mism 
aaitiiaijatB.<iiiia , Biiaaisa.iaiaiaiiaiiBisiaiiiiaat 
taiiitaiiitaailiiaiiiiliaaiBtaaataaiaBiaaa»iiaaai 
aaaiBaaiiiBaa*>4iaiaiiiiaaiaiaaitiaiaaiiaasiaiaaa 

ii!!!lSiiWiSiiiatiaiiiBiiiii>ii*Biaiaaaiaiiiii{t 

• ■■■■•■•maatiiir iiiiiiniilliniin«iii«[[j«J 

■ ■■■■■••t«i ■■■•■BtaiaiaitaiaanaaaiiBaai 

■ at ua at tiaia i ii t^rin ii ■Biaiasii tii is ■•■■iiiiiii 

• iiiii ia tsa ■ i iaa <<■■(■■• tioiai ■ «■■*••■(■••*■■■• 



• iiiiaaaiaaflana 

■ maiaaaaiaiill 

IIIIHItlllllllll 
iiiiBBaBiaaiiaia 

■ iiraaaaaaaiaaia 

■ niaaiiaaaitaii 

■ iiiisaiiaiitiia 

BIIIBBta IRBI IBIB 

liuaaaaaaaaaaai 
iitiiiiiiiiimi 
maiiiiiBiiiiii 

• miiiiaiiiiiii 
iinaaiaaaanaia 
iiniiiiiiiiiiii 
aiiaaaaaaaaaaaae 




laiainiBBiiaBiiaiaBaBBiar^iaaiiBBaiaaaiiaaii 
ta^riii |B BiiiBf ■■aiaiav^'-.taaiiaaaaaaaiiasiB 

■■rtiiuiiiiiiiiiiiiii^iiiiiitiiiiiiiiiniti 

irtrfiiiiitiiiaiiiiiairaV'iaitiiiiiiiiaaiiMii 



fiBiaiiiflaiBBiiiaiBaiBaBiBaaia<aiaiiaaiiiaii 
laaiiiiBiiiiaiiiiiBiiiiiisiaaiiB Jiaiaaaiaati 
■ aaaaiaaBaiaaiiasaBiBaaaiBiaBiiaak^Baaiiaaii 
iiiiiiiitiiiaiiiiiiii!!!!!* a * l ' ,l *'-' ,l !HM*!* 



ce 

Ul 
CO 

3 




aiiiiiiiBitiBiiiiiiaiiaiaiisaiiiataaacaflBiiiaaiBiiHSa^iiaiMfii 
■ ■aiiiiiBiBaBiiBiafiiiBiaiiBBtiiBiBiiiBiiaBiiaiBB'^iaaiaaitiii 
UBiiiBianaaaiaiaaif aBniia»aiiiiiaiiaaiBaiir -B »ni»if iagBiaan 



iiiaiiiiBiataai 
aiaiiisiai>^=;« 

■ ibb ia 4aaiaaaaa 
aaavtiaaaraaaaa 



aa asanas 
aaaaaaaaa 

caiiinil 
aaaaaaaaa 

■■BIBIIBB 

aaaaanaa 
aaaiinai 
laaiaiiBB 
aamaaaaa 
aaaiaiisa 
aaaaanaa 
iiaatiaai 



iiihiiii^i 



asiaaiaiia 
aaaaaaati* 
Biaaiiaaif 

IIIIIIBIIt 

■aaaaaaaaa 
■ iiamiti 

aaaaaiaan 
aaaaaiaiii 
aaaaaaaaaa 
aiaaf aaan 
aaaaainia 
BiaailBlli 




OMPI _ 
V/IPO 



WO 84/01382 



m 
►o- 



9 



o 



o 

CO 



O O 
m 

C\J 



8 



»isi»»iitii«i»i*fiiiiiiiiiiiiiiiiiii»<t««"»i>««»»"""'«'">"'"»'">*« , !! , !!!i!!!!!!51!!!!!!!!!!!!!!!!!!!! 
Bt« !■■ i ii it ait ■•■■list ■■ in i ii ■■una i ttie i BiiiBina iiiiiiimi ■amiiiiiiii 

■ t ti ■■■ ■■■■■■■taiiif aatititiif ■■■■•■■■•■■■a iiiiiti ■■■■■■■■i in mill mil ■ ■■■■!!!*?■!!!!! !!f I: 

■■•ill ■•■ iiiiiiiiii !••»■ iii i ■•■■•■■■■■■■■■■"■!;!H!!! l !!!H!!!5!!!!S!5!!!5f 

• •••a«i»«ii«i«iai !•§■•■■■«■ ■••••••■■•■■■■••aiaeita»»^ 

•in vi i ii tn • iiimiii i itittim ■■■■•itiiiiBiiiiim iiiiiBiiiiiiii iii ■ B !5!5 > 5! > J!!!5!!S!!SSEi5f SS \\ \\\ 

• MIIIMMIIItlBIMMItUIIIIMIMIllllitllMltlllMIIIIMUl^^ 

::::::::::::::::::::£::. , ::::::::"s::::::::::::::::s::::::!:"!::s!!!!!!:sss!!ss!!:s •■::•::! 



8 



8. 



ill III ■■■■■lliililiill ■■■■■ma Illllllll mill Illllllll Illllllll!!!!!! 

■5!i!tt!«!!!!!MMti!Iii5!!!Ii!I««II 




aiiiiiiiiiiiiiiiiiiiaaiiaaiiiiiiiiaiHiiiaa imiHtiiiii ii aiiiiaiiaiiliai.aaiiaaailiaiajamafai ibimii 

S! ! ! SS !!!!! !■■!! iitin aiamiiiiiiaiiiiiiimiiiiiiiiiii.'aiiMiniaiaiiiiiaiaiiaiaii 

• • ■ ■ ■ ■■■ iiitin mt iiiiii iiiiiiiiimii ■■•iiiiiii iiiv.iiiiimiiiniiiir mil 

;;!!!!!!!"!i!"!iii!iii!!IiSh!i!!IS^ 



cm. 






■ aiiaiiiiiiaiaiiiiiiiiiiBiiliiaaiiiiB'T.lBiillaliaBBiBaBiniiiaaiaiiiiaiiBBallBMliaillliaiaaailliaaii 



O- 





■SI 



■■fiiiiiii ii ■■iiiiiii a fiiiiiiii>iiii a iiii*iiiiiii> a i |a i a i* iB| i Baa > tsaai>iaaiiaaaiiiaaaiiiaia>ia,iaiaaia 

laiiiiiiiiiaiaiiiiiiiiiiiiiiiiiaiiiiiiiaiBiiiiiiiiBBiBiii'iiii'aBBiiiii'iii!!'.'!!!!!!!!!!!:!!!:!!! !!!! 

■ ni.li t< iiiiiiiililMMiiiim •••••• iiaiaiiiiaiiiaiiBii».--iiiaaililiiBiiaailiBliliaiaiiiaiaiaiiBiaai. 



nun nun tiiiati milt. iliiiaaiiilMiniailll ill laiBiiiaiBaaitaiiBii 

aBiiiiiiiiiaiBitiiiiiaiiBiiiiiaaiiiiiUaiaiiiiT.BiBaiaiaiiiiiiBBMiiBiainaiiUBBiiaiBiiiBBaaaiiaiBBii 
aaiiaiii!liaiaMi!iiaaiia»«iil»ai« aa ai a aiaia.aiiaiaaia 




O ' 

ccT 



■•■HMiiiiiiiiii iiiiiii ••• iniailiia iiiialiiillliill-.il ■■■■■■■■■■■aaaiiaaiiiaialliaaaiaiiiiaaii 

atiiiiiiiiiaiiiiiiiiiiuaiM ■' aaaaaaaaa " ,,a,, « ,a,,, " , » i,,a,a,,,, !!; , ! a ":!!;!!!!!S!:H!!: !!!! 

■ ■iiiiiilllililflllliiii a liiil» a iiilBii«l a liiiii<i a ai»iaiii-:;.aiiiiii a ii a aiiiiiiiia;;iila;a;aiii a i;aii 



a( iiliillllllll Ililllllllllll irillll Illlllllllllllllll lliiiailimi 

■ ■■••■■•■■■■■•■■•iiiiaiiaiiiiiiaiiiiaiaaaiiiiiiiiiiB.-iiiiiiiiiiaiiiiiiaiiiaaiiBBiiiaiiiiiaaatatiBiBaii 

■ ■•■■■■■■•■■■■■aaiaaaaiiaaiiliaaiiiiaiiaiaiiaaaiaiaai-'iaiiiiiiaiiiiiiiaiiaaaiiBaii.aianiaiaaaiiiaiaaii 



ee 

O 

i 

z 

2 * 



aiiiiiiiiiiiiiiiiiiiiaiiaaiMiaaiiiatiii a iiiiilliiai11lii , illlll a lliitilllll" aa ii a "i>ii*i> aa iH a >!* a > 
• aiiiililiiaiallliaiaaiiaaailiaaiiaaaiaiaaiaaaaiaaaaiaiaaa:;aiaaiailaaaiiaaaliaaaiaaaalliaaaialiaiaaii 

■ aim liMiMiiiiiliiiiiiiiiiiiiiiiBliiiiiilMliiBiiiiBiiia.'liamii aiiiiainaiiiiiaiaiaiii aaii 

laiiliilililiaiaiiaiiaiiaiiliiaaiiiiaiiiiaiiiiiiaiaaiaiaiiii'laaiaiiiiaiiaaiiiaiaiiaaaiiaaiaiaiiaiaaia 




ompi 
^K. wipo 



WO 84/01382 



K / r 2 




TVO 84/01382 




■SI 



iiiiiiiiiiiiiiiiniiiiiiiiiiaiiiiiiiiiiiiiiiiiiiiiiiiiiniiiiiiiiiiiiiii>:iiiiiiii 
iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiih;::iiiiiii 
lllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllliiSMIIIIIIIIIIIl 

IIIIIIIIIIIIIUIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIMIIIIIIIIIIIIIIIIIIII'.IIIIIIIIIIII 

iiiiiiiii>iiiiiiiiiiiiiiii!iiiiiiifiiiiiaiiifiiiiiiiiiiiiiiiiiiuiili»;iiiBiiiii 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiililiiiiiiaiiiiii-iiiaiiiii 

■ •iiiii*iiiiiiiiiililiililiiiiiiiiliiiiiaiiifiiiiliiiiiiiii«tn=^-"iiiiaiiaii 

iiiniimiiiiiiiiniiiiiiiiiiiiiiniiniimiiiinna.i...— 

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllHHiii'iiaii 

lllllllllllllllllilllllllllllllllllllllllllllllllllllllllMIIIIIIIIIIIIIIIIIIIIII 

IIIIIIIIIIIIIIIIIII1IIII1III1IIIIIIIMI1IIIIIIIIIIIIIIIIIII1IIIIIII1IIII*1IHIIIII 
iiiililiiliiliiiiiiiiiiaiiiiiiiiiiiiiiiaaiiiiiiiiiaiiiaiiiiiiiiiiiiitiiiiiiaiiaii 
in ■■ i ■■■■■■ is maiiiiaii in ■■■■■■■■■aiiaaaiiaiaiiiiii isiiaaiaii 




TVO 84/01382 



7/12 



iiiiiiiiiiiiiiiiiiiiiiiiiijiiiiiiiiiiiiiimiiiiiiniiinni":«"«i»i»«»i» 
iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii iiiiiiiiiiiM":::iuiii imiiiiiii 



tii i iifiii nil iiiiiiiiiiin ii ii ii iiMiiiitii iti i iin ii i i i i ti ll! itii i iii i iiii r r%*jj 



iiiiimiaiiiiiiiiiiiiMiuiimiai iibiimiii ■■■■i»iiiiii«iimi«..;i 

iiiiiiiii»iiiiiiiiiiimiiiminiiii«nn«<»»m«««'«"' imiiiiiiiiiiiii 

ill i ■•■ ■ iiiliiilSiiiiniiiiiiiiiiMiiiiiiiiiiiiiiiiia iimiimiiiiiii 

ill llllll ill ililSilMiiniiiiiiimiiiimminiiii iiiiiiiiiiiiiiiiim 

■a i ii iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii 

Mill IlllllllllilllllllllSlllllllllllllilllllllllllll III I III I II III 

uiiiitiiiiii iiiiiiiiuiiiiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiimiiiii 

i«tiiiiii«iiiiiiMiiiiiiitiiiiii»iiiiiiiiiiiii»n>«»«';"m»«:::!;:;;:::; ''■■•* 

III llllllllllllllMIIIIIIIIIIIIIIIIIIIIIIIIIIIIlllllllllllllllHIIIIII IIIJ 

mil iii iiiiiiiiiiiuiiiiiiiiii iiiiiiiiiiiiiiimimmi • 

iiiiiiiiiiiiiii iiiiiiiii iniiiiiiiiii iiiiiiiiiiiiiiiiimi nil 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiuiiiH i"'!!!!!!!"! ! ! !! 

■•■iiiiiiaiiiiiiiiiiiaiiiiiiiiiaiiiiiiiiii'iiiiiiiiiii"*!''!*"" 11 '" 1111111 ' 1 ' 
ii»iiitii«iimiiiiiiiiiiiiniiiiiiiiiiiiiiiii«iiiiiiiii»nn««i'""«'«""i!;'! 
iigiiiiiiiiiiiiiiiiiiiiiiiiiiiiimiiiiiimiHiiiiiiiiiiiiiiniiinmninii" 
iiiiiiiiiaiiiiiniiiiiiiiiiiiiiiiiiiiiiiiiiiillllliiiiiiiiinmiiiiiimiiiim 
llllllllllllllllllllllllltllllllllllllltimilllllllllimillllllliilllliillliii 

iiiiiiiiibiiiiii iiiiiiiiiiiiiiiiiiiiiihuiiiiiiiuiiiiiiiiiihiiiiiiiiiii 

iiiiiniiai imiiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiiiimmi" <•••• 

IIIIIIIIIBIIIIIUIIIIIMIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIM 

IIIIIIIIIIIIIIIIIIIIIIIIIIIHIIimillllllllllllllHIIIIIIIIIIIIIillllllll I 

iii i minim ■■■■■•■•■■■■■••■■■•■■■•■■■■■■■■•■■■■■■■■■i ">■■ ■!!! 

iiimiiiiiiiiiiiiiiiiiiuuiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiiimiiiiiiiiiiiiii 

ii IS iiiSiii Miiiiii^iiiiiuiiiiiMiiiiiiiaiiiiiiiiin!!!!!!!!!!!'!!'!'!:'!! 

iiiiiiiiiBiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiBiiiiiaiiiBiiiiiiiiiiiiimiiuiii 
iiaiaiiiiBUBiiiiiaiiiaaaiiicaiiiaBiiiiaaiiaaiiaaaiiaaiiaaaiiitiilliiiliiiaaiiaia 

iii i iii "iinHiimiiiiiiiimiimimiiiimMiimm 

iiamiiiBiammiiiiiaiiiiiimiiiiiBiiiiiiiBiiiniiiiaiiiiiiiiiiiiiiniiitin 

ii ■ ii! iSiiiiiiiiiiiaiiiiiiiiiii 

IIIIIIIIIBIIIIIIIIIIIIIIIIIIIIIIIIMIIIIIIIIIIIIIIIIIKIIIillllll IIIIIIIIIIIIIII 

iMiiiiuaiiiiMiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii'ljJ" uiiiiiiiiiiiii 



IT 



WO 84/01382 



8/12 




WO 84/01382 



9/12 



III! Illl 1 II III I II I III IIIIIIIIIIIIIIIIIIIIIHII IIIIIIIIII 

SIS i nil ill! ■■■ till iihS ii! nil iiniiiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiii 

■ ■■II Illl Jill HI lllllllll IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIKIIIIHII 

■■•Si it!! !■■■ ll■llllIllllllllllllll•ll■llHllllllllll■■l»l•l«lll■»»«••^"■ , 
■ iiii nil ■!■ nil ■ in minium iitiiiiiiiiim iiMiiniili 

IIIIIIIIIIIIIIIIIIIIIIIIIIIIMIM 

mil hi! Si i! i mm muiiiiiniiiiui iiiiiiiiiiiuiiiiiii 

iiii! ii i l l! iii l ii iiiiiiiiiiiiiiiiiiiiii iiiiiiiiiiiiii ■ 

!!!!!!!!! !!!!!!!■ !iiiiiiiiiiiiiiiiiiiiiiiiiiiiiii"ii""""»«»»«"»" <, " ,i, "» 
• i ! !■ iii iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiniiiiiiiiiiiiiiiiiiiiiiiia 
i ii iiiiimmiiiiiiiiimiiiiiiiimiim 

mum (•('•■■■'••■•••■•■'••■"**>'*'> 11 !!!! *!!! !!!!!!!!!!!!!!f !!!!!!! 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiuii ■ hi iiii iuiii'. "" J " 

iiiiiiiiiiiiiiiiiiiiiiiiii iiiiiiiiii iiiiiiiiii iimiiimiiiimiiiiiii iiiiiiiiii 

i iii i Si i ii iiiiiiiiiiiniiiiiiniiimiii"«ii»»«"»««'"« , » ■■■■■■■!■ 

! " ! !! ■!■! iii i ii iiliiimiiiiiiiiuiimiiiinmiiimiiiiii.iimiiiu 

! i i ii ill i iiiiiiiiiiiiiiiiiiiiii iiiiiiiiiiiuiiiiiii iiiiiinii 

! ti i Si S Si ! i iiiiiiiiiiiiiiiiinii imiiiiiimiiiiiiiiiiiiiiiiiim 

i i i iii iiSiiiiiiiiiiiimiiiii '«"»''■»!!!!!!!"!!!!!!!!!!!!!!!!! 

Illllllllllllllllllllllllllllllllllllllll IIIIIIHIIHHIIIIIMIIIl III! 

■ i in iiiiiiaiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii'iii"!*""" 1 ' 111 "! 

S! !! iiiiiiniiiiiiiiiiiii ■■■ii""'""!!!!!!!!!!!!!!'!"'"!!!! ■ 

IIIIIIIIII Illlllllllllllllllllllllllllllllllllllllllllllllllllllllllllll III! 

Illllllllllllllllllllllllllllllllllllllllllillllllllllllllllllllillll'llillillll" 

1 1 i i iiMiiiiiiiiiiiiuiiiiiiiiiiiiiuiuiiiiiiiiiiiiiiii""'"!!!!! !!!! 

■■■iiiiiiiiisiiiiiaa iiimiiiiiiiiiiimiimiiiiiiiiniiiiiiii! illinium 

i ii iiii iiiiiiiiii iiiiiiiiiiiiiiiiiiiiii iiiiiiiiiiiiii 

"*Si iii! iiii ■■■ ■ iiiiiii iiiiiiiimmiimiiiiiiiiiiiiH'.iiiiiiiiiiii 

S i! ! Si ! ii ill i iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiliiiii^uiii ill 

J i! i ii iiiiiii«iiiiiiiiiiiiiiiiiiiiiumiiiiiiimiii» , !::.iiiiiin m 

IIIIIIIIII IIIIIIIIIIIIII!IIIIIIIIIIIIII!IIIIIHIIIIHIIIIIm;:U!I lllllllll 

iiiiS Si i i!iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiriiiiiiimiii»«»»» 

litiii'iii'iiiiiiSiSiSSiiSiiiiiiWiiiiiiiiiiillllllllill" 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii::*iiiiiiiiiiiniiiiiiii 

S!iS!iSS!iiimiiin ""••"!!!!!!!!!!!!!!!^ !,! "!;;;Im!!!!!!!!!. i !!!!!!m! 

!!!!!lJ!iiii!S!i!ii!Si!iS!ii!!!"I!iii;iiU:;:::^v:i!!!!iiiiiiiiiiiiiiiiiiiiiiii 
' ! ! ■ ii iii i ii iiiiiiiiiim«..:::::;!!«"«iniIlllllllllHlHI ■■ 

!!!! !i!S!!!!S!!!!!SiiS!ii!Siiiiiiiiiiiiiii iniim.-iiiiimiiiiiiiiiin 

inn iiiu mm ■■■mi ■■■■iiiiiiiiiiiiii ■■■■■uc:::_?!'"*"iiaiiiiiiiiMa 

i S i i I ■ iiiiiiiiiiiiii iiiimillllllllllllimilUimilikMiiiHi 

Si iiii i iiiiiiiiiiiiiiJiiiiiiiiiiiiiiiiiliiiiiiiHiiiiiiiiiiJ!;*" "k.Mit 

SSiSS iiii liiiiiiiiimiiimimiiiiiimiiimiiiiiimiiimimiiiiiiii':.* 

ii i i iii! iiii iii iiiiiimiiiiiiiiiiitmiiiiiiiii iiiiiiiiiiijIIII 

iiiiiiiiiiiiiiiiiiiaiiiiiiiiiiiiiliiilllllilliiiiiiiiiiiiiiiiiiiiiiiiiii 

tifiiimii iiiiiiiiBiiiiiiiiiaiiiiiiiciiiiaiiiiiiaiiiiiiiBaaiiiiiiiaiBBai>aai;!>2 

I i III! IIIIIIIIIIIIIIIIIIIMIIIIIIIIIIIIIIIIIIIIIimilllllllllllllUIHII 

iii S i iiii iii iiiiiiimiiiiiiiiiiiiiiimiiiimmii iiiiiiiiiiiiii 

ii i iiii SSiSiiiiim minimi iiiiiiiiiiiiiiiiiiiiii iiiiiii 

imi i iii iiiiimiiiiiiiimiiiiiiiiiiiiiiimiiiiiiiiiiinmiiiiiiiiii Him 
ii! S IS! iiiSiiiiiiitiiiiii ■■■ ■iiiiiiiiiiiiiiiiiimiiiiiiiiinmi 

mini iibi inn ■■■■■■■■■imi mi ■■■■•»••••■■■• ■■■■••■•■■■■•■■■■■■■ 

ii i S imimiiiiiiiimimiiiiiiiiiiiiiiiiiiiiilliiiimiiiiiiiimiiiii 

S i iiiiiii immimiiiiiiiiiiiiiiiiiimiiHiiimiiiiiiimiim 

ii ! i iiii iii iiiiiiiiiiimiimiimiim iiiiiiiiiiiiiiiiniiiiiiii 

S i i Si S ii iiiiiii iiiiiiiiiiiiiiiiiiiiiiiiHiiiiiiiiiiiim"!!!!!!"!! 
iiiiiijiiiiiiiiiiiiiiiiiimiiiiiiiiiiiimiinmiiiiiiiiiiiinisiiiifiiuiiiiii 

lilllilillllllllllllllllllllllllllllllllllllllllllllllllllllllHIIIIIIIIIII! IHJ 
IIIIIIIIIIIIIIIIIIIIIIIIIIIIHIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIMIIII 

S ii i i iiiiiiuiiii ■■iiiiiiiiiiiiiiiiniiiiiiii ■■ murium 

! ii iiii iiiiiiiiiiiniiiiiiiiiiiiiiiililliiiiiiiiiiiiimiimiiiiMii»! 

!Sii!!iiiiiii!iiiii!iiiiiiiiiiiiiiiiiiiiiiii'ii>iiiiiiiiiiiii'><'i>i"i>ii*>ii" a 

■ ■ ■■■iiiiiiiiiiiinaa mil iiiiiiiiii iiiiiiiiii iiiiiiHiiiini iiiiiiiiii mik tun 
iiiiiiiiii! iSSiiii^iiimiiiiimiiiiiiiiiiMm^ 

iiiiiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiiimiiiiiiiimii'nom'iiiiiiiiiiiiii 

in iii! iiii ■■■■ iniiiiiiiiiiiiiiiiiiiiiiiiiiiuiiiiH ■■ •■■ 

iii!! iiii iiii ii.iiiiiiiiiiiiiiiiiilllllllllllll lllllllllllllllllllilll 

iiii iiMiliiSiiiiiliiiiiiiiiiiiiiiiiiiililliiliiilliiiiiiiiiiiliiiiii* 

■•■■■••■■■■■■•■••••■•■■■■•■■■•■■•■■•••■■■•■•■•••■■•■■••"•■•■••■•••••■■•••■'•"•^ 

iiiiiniiiiiiiiiiiiiiiiiiiiiiiiiiiiniiiiiiiiiiiiiiiiimiiiiiiiiiiiiiii iii •"■ 

iiiiiiiiiiiiiiiiimiimiiim iiiiiiiiiiiiiiiiiiiii ■■!!!!!!!! !!! !!!! 

imi iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiijiiJiiiJJJJiJJJJJJJJJ'JJJJJ 

mi iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiimimiiimiiMiiiiiiiimii iii iii; 

IIIIIIIIIIIIIIIIIIIIIHII llllllllllllllllllllllllllllllllllllllllllllllllll 

MIMIHIIIIIIIIIIIIIIIIMHIIIIIIIIIIIIIIIIIIIMIIIIIIIIIMIIIIHIIIIIIIIIIIIII 

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII Illllllllllllllllllllllllll 

iiiiiiiini iimimiiimiiiiiiiiiiiimmiiiiiiiiiiiiimiimiiiiiiiiiii 

iiiiiiiiiiiiii iitiiiiiiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiiimiimiiimiiiii 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii 
iiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiiiuiiiimiimiiiiiiiiiiiiimiiiiiiiiiii 

iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiHiiiiiiiiiiiiiiiiiiiiii iiimiiiiiiiiiii 

iiiiiiiiii ii iiiiiii iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii 

Silt iii! ■■■■ Siain iiiiiiiiii iiiiiiiniiiiiiiiiiiiui u ■ 



INTERNATIONAL SEARCH REPORT 

International Application No PCT/US 83/0 1379 



1. CLASSIFICATION OF SUBJECT MATTER 01 several classification symbols apply. Indicate all) » 


According to International Patent Classification (IPC) or to both National Classification and IPC 

Int. C1.3 C07D 209/58; A61K 31/40 
U.S. CI. 260/326.33; 424/274 


II FIELDS SEARCHED 


Minimum Documentation Searched * 


Classification System 


Classification Symbols 


U 


.S. 


260/326.33; 424/274 


Documentation Searched other than Minimum Documentation 
to the Extent that such Documents are Included In the Fields Searched a 


Chemical Abstracts 1907 - 


1982 "Hematoporphyrin" 


m. DOCUMENTS CONSIDERED TO BE RELEVANT" 




Category * 


Citation of Document, >• with Indication, where appropriate, of the relevant passages " 


Relevant to Claim No." 


X 


DOUGHERTY ET AL. , Journal National Cancer 
Institute, Vol- 62, pp. 231-37 (1979) 


1-35 


X 


DOUGHERTY ET AL. , Cancer Research, Vol, 38 
pp. 2628-2635, (1978) 


1-35 


X 


LIPSOH ET AL. , Journal National Cancer 
Institute, Vol. 26, pp 1-8 (1961) 


1-35 


* Special categories of cited documents: >• 

"A" document defining the general state of the art which Is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

■I" document which may throw doubts on priority dalm(s) or 
which is cited to establish the publication date of another 
citation or other special reason (es specified) 

•O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the International filing date but 
later than the priority data claimed 


-T- later document published attertho We^Honal f^g date 
or priority date and not in conflict with the applieatJon but 
cited to understand the principle or theory underlying the 
Invention 

"X" document of particular relevance: the claimed invention 
cannot be considered novel or cannot be considered to 
. Involve an inventive step 

-V document of particular relevance; the "^i"""* {"^HS"! 
cannot bo considered to involve an Inventive step when the 
document is combined with one or more pother such docu- 
ments, such combination being obvious to a person skilled 
in the at 

"A' document member of the same patent family 


iv rrnrtFiCATioN 


Data of the Actual Completion of the International Search > 

5 December 1983 


Date of Mailing of IhlsJntprmjtipMtVS^rch Report » 

08DEU 


International Searching Authority > 

ISA/US / 


Signature of Authortiod Officer 9 



Form PCT/ISAfZto (second sheet) (October 1981) 



